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* Microarray

- Luminal A
- Luminal B
- Basal-like
- HER2 +

Sé&oslash;rlie, Therese et al. (2001) Proc. Natl. Acad. Sci. USA 98, 10869-10874

[NAS

Breast Cancer is a Heterogeneous Group of Diseases

Sorlie, T et al: PNAS 2001; 98:10869-10874




Breast Cancer Incidence
in Japanese Women in 1975 and 1992
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Incidence of Worst Grade of Adverse Events among Patients Included in the Safety Analysis
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Evidence tells us to select:

trozole

Consensus tells us to select:

Tamoxifen 20 mg/ 2-3
Letrozole 2.5 mg/ 2-3

Grade 1 2 3 4 5 any % 2 3 4 5 any % p
Bone fractures — 14170 — — 211 8.6 | — 105 36 — — 141 5.8 <.001
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True Endpoint: Bone fracture

Surrogate Endpoint: ~ BMD, Bone Markers

an in the delayed group
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Trastuzumab Following Adjuvant
Chemotherapy in HER2-Positive Early
Breast Cancer (HERA Trial):
Disease-Free and Overall Survival after
2 Year Median Follow-Up

The HERA Study Team

= The Lancet 2007:369;29




HERA trial design

Women with locally determined HER2-
positive invasive early breast cancer

gery + (neo)adjuvant CT & RT
.

Centrally confirmed IHC 3+ or FISH+
and LVEF 2 55%
.

-

CT, chemotherapy; RT, radiotherapy

The Lancet 2007:369;29

Overall survival (ITT)
Median FU 2 yrs
Patients(%) 100 1 year trastuzumab
" 1 27%
80 Observation

60

40 Events HR 95% CI p value

0.47,0.91 0.0115

18 24 30
Months from randomisation

No. 1703 1627 1498 1190 794 407
at risk 1698 1608 1453 1097 711 366 139

The Lancet 2007:369;29

Exploratory DFS subgroup analysis (ITT):
1 year trastuzumab vs observation (2)

Subgroup (no. patients) No. events HR (95% CI)
. Tvs obs
066 (0.43,

c gra
- poorly differentiated (2047)
- moderately differentiated (1111)

15
8~ Overall Result The Lancet 2007:369;29

Disease-free survival (ITT)
Median FU 2 yrs

Patients(%) 100 1 year trastuzumab

80 Observation 1 6.3%

60

40 Events DFS HR 95% CI p value
0.54, 0. <0.0001

18 24 30 36
Months from randomisation

No. 1703 1591 1434 1127 742 383 140
at risk 1698 1535 1330 984 639 334 127

The Lancet 2007:369;29

Exploratory DFS subgroup analysis (ITT):
1 year trastuzumab vs observation (1)
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R rid T vs obs
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Evidence tells us to select:

EC=Paclitaxel + Trastuzumab




Final Take-home message




